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SPRUSON & FERGUSON 

RECEIVED 

AUSTRALIA AU 6 2 0 2002 

Patents Act 1990 



LV THE MATTER OF Australian P. ten , 
Application Serial No. 696764 by Human 
Genome Sciences, Inc. 



-and- 



IN THE MATTER OF Opposition thereto 
by Ludwig Institute for Cancer Research 

STATUTOWy OECI-AWAT| r.», 

5066 do sole V ran r SJOhn ^ ° f 21 G — • B-side. South AusfraUa, 

5066. do solemnly an d Slnc0 rel y declare as follows: 



!■ INTRODUCTION 

1.1 L -^'gI»«itute for Cancer Research ("Ludwig Institute"; has asked 
for my series as a sclemifi(: expert in .„„ ^ ^ ^ ^ ^ 

ZT T AUStt, " ian PStent 10 HUma " SCienCeS ' ^ t"« GS ") « "OS's 

Australian Patent Application No. 696764. The patent application relates genera, Iy W an I 

■soU.d polynucleotide and protein for an aMeged neve, vascular endothelia. grow* faclor \ 

called Vascular Endothelial Growth Factor 2" ("VEGF2"). ! 

1.2 The first evidence that I provided in the opposition proceeding was a 
eciar^on f™ Februaiy 2m ^ ^ ^ ^ ^ ^ j 

.-Declaration)). My firs, declaration included a brief resume of my scientific experience ' 
and explained that I had reviewed and agreed with a detailed declaration executed by Peter' 
Rogers (hereinafter -OPRl"), to which 1 will refer again in this declaration. 

13 ta ^ w *^^'*^^»iAlevid^^«bniiMion 1 HGS 
filed declarations from six scientist,, John Stan.ey Mattick (hereinafter "AJMl "(Applicant 



It). JUL. IWl'l 12:16 SKKUaUN & KtKGUiJON 

SPRUSON k FERGUSON 



NO. 4303 P. 4 



-2- 



m 

O 
O 



John Mattick. Is. Declaration)}, Jennifer Ruth Gamble C'AJGr), Nicholas Kim Hayward 

("ANH1"), Thomas Rapopon ("ATR1"), Stuart Aaronson ("ASA1"), and Susan Power 

("ASP1"). - "&» 

1.4 Jn reply to HGS 1 * declarations, Ludwig filed second declarations from j= 
Dr. Ahtalo (OKA2), Dr. Rogers (OPR2) and me (OJB2). HGS then obtained special ^ 
permission to file still further evidence, in the form of supplement declarations by Dr 
Power (ASP2), Dr. Hayward (ANH2), and Dr. Aaronson (ASA2). Ludwig asked me 

to rev.ew these most recent declarations filed by HGS and evaluate them in the context of all 
of the documents that have been filed in this proceeding. 

1 .5 I hereby reaffirm my understanding that T have an overriding duty to 
the Patent Office (and to any Australian Federal Court that should review the Patent Office 
decision; to provide objective scientific analysis that 1 believe to be truthful. I hereby affirm 
that, to the best of my knowledge and belief, factual statements herein are true and opinion 
statements herein represent my objective scientific opinion and analysis. 

1 .6 Unless I specifically state otherwise below, I affirm the facts and 
opinions expressed in my prior declarations (i.e., in OJB 1/OPR 1 and OJB2). Nothing in 
HGS's evidence-in-answer causes me to change the opinions embodied in my earlier 
declarations. (In fact, it is worth observing at the outset that HGS did not specifically dispute 
my second declaration in the further evidence that they submitted.) 



™. ( ^ , I ICISMS ° F DR ALITALO 'S SECOND DECLARATION ARE 

2. 1 Notwithstanding the further evidence filed by HGS, in my opinion Dr. 
Alitalo's experiments remain the only experimental evidence in this proceeding directed to I 
the question of whether VEOF2, as taught in the opposed application, is expressed and ' 
secreted by ceJJs. As reported in his first cwo declarations, Dr. Alitalo has repeatedly found ! 
that expression and secretion does not occur. Drs. Aaronson and Hayward urged that these j 
experiments were defective and the results should be ignored, but their criticisms are j 
unfounded. Having analyzed Dr. AlitaJo's reported experiments and results, and also all of j 
the criticisms by Drs. Aaronson and Hayward, 1 continue to hold the opinion that the Alitalo I 
experiments are the most relevant to the teachings of the opposed application and are j 
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A. F aHure to use . heteroJogOM s)8niU ^^^^ 

2-2 The HCS declarants urge that it was a "flaw" for n, a r-t 
" report on the effect of ,»»,.),.•„ ■ . » r Dr, Alitalo not to 

• ae "»«0'subm.s S ion, the opposed application does no, teach to oerfhrm 
Have been unsucees " Z b l ^ ^ ^ 

w.thou, the be nefi , of hindsight ^ we _ ^ 

haveT IT"" WOU ' d ^ ^ ^ ° Pini ° n ' ^ ^ ™» -or w 0U ,d i, 

woi ; r : vnAmty as to * e source ° f ** pr ° biem - * 1 - «^ 

ha, VEGF2 sequence fts tau fi h, therein inches . signal sequence . lt „ jn 

dtir : hen Hcs discovered *• proM - - d * — r 

d.cover, to he Slgnificanl enough to ^ . ^ ^ 

. min o acldfomiofVEOF2 . . nt hi 8 o PP o 5i , ionpro ceed ing ,.eHO S L a r Bn .area b) e 

Z ZrZ °" *" Pf0bJOm ° f 3 S{gnaI bm °" ,y *™* ° f 

,he D j . " ,my0 ' )inion - Dr - Aiiulo. experiments were properly designed to test 

the o pp03ed flppJlcatlon , s tcach . ngS( wh . ch ^ m ^ comp ^ ^ 

«*, of whtch approximately the first 24 amino acids are a sign8l ScquenC e. (See e - 
opposed appl ic a ,io„ at p. 4.) These were the specific teaching to the public about the subject 
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Controls 



With almost an " 8 UnreIiaMe " Df A "' ta,0 ' S ^"'"^ - — **» 

i A Mmost any „p. riracntal sunm]aiy a ^ w . h » 

some parameters for whl , h ^ J « « « 

fme. such a scientist is ako fanjiliar wjth whj ^ . ° n,r0,S - Al *" sa ™ 

omissions that could reasonably be exoected r« ,fT. 

ai.'..i v „ Dcexpectedtoa ff ec "h e experimental conclusi onsofDr 

Al.talo, ,f mdeed Dr. Alitaio omitted them „ a „ 

v.riab. k- , k 5 A ' ital ° Para " e ' eXpenmente whe « *c only meaning 

HoZ TT T 01 " insen workcd just fme - jt «- * 

T " ° PP ° Sed aPPliCa,i ° n &ilcd - ^ il d ~ 5 - ^ - "I-*. 

(VECF-C) and neganve (mock transaction/empty vector) consols in Dr. Alitafc's 
events were che meaningful comroIs ^ , ^ ^ ^ ^ 

of study would have looked for. 

C. Transferor, Efficiency, cc.i density, «„ d „U growth conditions 

2.6 The HGS experts alleged that Dr. Alitalo's experiments failed to report 
of the transfection efficiency of the p lasrr , ids used in the experiments. ce „ densities or 
cell growth conditions. (ANH2 a, L5; ASA2 „ 23 . 24 . } Xhese criticisms ^ ^ 
several reasons. 
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2.7 F 1BI , lnmy opinion> Ae critici3msare an a „ ei7lptt0(lwtractthepatent 
Office from tmponantdet.iU by drawing e , cessjve actentjon to jnsignificancM ^ j55ues 
of transfecuon efficiency, cell density, and cell growth conditions are 

would have expect to read in an experiment report such as Dr. AUta.o, OKA2 deel.rano,, 
because of the high degree of experience in the field w ith these technologies. For example 
Chev are not details which 1 would expect a soi e„ tist „ include ta . mtipt ^.J^' , 
journal for peer review and publication because ,he editors would not question these details.' 

2.6 Second, when judging the controls that Dr. Alitalo reported in OKA2 
one must also remember the context in which that document was created. Dr. AliuUo had ' 
already performed perfectly adequate experiment, based o n the opposed application and 
reported his resuIts in OKA J The experiments reported in OKA2 were performed to address 
spec.fic criticisms of OKA1 raised by HGS in tbeir first series of declarations. (See OKA2 a, 
1.2, 3.1, and 3.1 1 -3. 1 2, for example.) Dr. Alitalo reported those details which showed that he 
had considered and controlled for the variables .hat HGS's declarants allegedly had found 
problematic with his first dedaration. Given that Dr. Alitajos instructions for his reply 
declaration were -to design and perform further protein expression studies that would address 
concerns raised by AJG1, ANH1 , and ASA1 directed towards my first declaration," it should 
not be surprising to any reader that he did not report on the details aboul which Drs. Hayward 
and Aaronson are now complaining. Neither Dr. Hayward nor Dr. Aaronson raised these 
issues in their first declarations, necessitating no reply by Dr. Alitalo. 

2.9 Third, and most importantly, these criticisms are rendered moot by the 
parallel design of Dr. Alitalo's experiments. It is apparent to me that Dr. AlitaJo used the 
sanis procedures for the VEGF2 clone and the positive (VEOF-C insert) and negative (no 
insert) controls. Had Dr. Alitalo ran his transfections or cell cultures defectively, then he 
would not have seen a positive result with the VEGF-C expression. The visible VEGF-C 
expression shows that there were no transfection problems, cell density issues, or cell growth 



For example, , in a paper co-authored by Dr. Aaronson (Breuninger et ai. Cancer 

Mm/rr 5342 ' 5347 ( ' " 5)) ^ '° 0kS *' w l" tssiM of a multidrug resistance protein in 
NIH/3T3 cells, there is no description of any Q-ansfecrion efficiency experiments. In another 
paper co-authored by Aaronson (Beeler et ai, Mol. Cell. Biol. 7*982-988 (1994)) that looks 
at the expression of a tyrosine kinase in bacterial cells, the expression analysis was carried 
out a single time-point (2 hours), a single temperature (37°C), and at a single concentration of 
IPTG (100 ^M). Dr. Aaronson did not seem to be concerned that readers would consider his 
data meaningless in these papers, notwithstanding the "missing" controls. 
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the defect can only be attributed to DroDenies of VFflF* k. . " 

^ r lasgS D'es because the VEOF-C do™ 

cransfected and grown „™ clone that was 

and grown the same w ay wpreasod wjthout w 

whether there was a defect in the VPr.P-> „i . . ' 

fro . . hC VEGF2 done as tau * 1 " « the application that prevented it 

from being expressed and secreted. I agree wirK rv Alirsin»h u u 

^ Allta '° that the absence of a fiinerimi.i 

signal peptide, admitted in HGS's first series of d~i r ^cuonal 

-3.13 AJOI a,6.4 ;ATiU at 8,]. is a pr obabJe c , planation . However, whatever the 
<e»tfic explanation, it ,s attributable to defect, i„ VEGF2 taught in the opposed 
•pphcauon, and not defects in Dr. Alitalo's experimental design. 

D- Time Course of Experiments 

2. 1 0 HGS's declarants criticized that Dr. Alita.o's experimental protocol 
does not allow for detection of VEGF2 protein expression over various time pom,, Rather 
protein levels are assess fifty hours post-transfection (fony-eigh, hours and overnight ' 
meubolie labeling)." (ANH2 at 1.5; see also ASA2 at 25.) 

2. 1 1 The criticism of using 50 hour, or *g hour, or overnight time points 
would appear to be rendered moot by Dr. Power's declaration, because she chose similar rime 
pent,. Dr. Power states that protein expression was visible at both 24 .„d 48 hours in her 
expenments. [See ASP2 at 19 ("The transfected cells were cultured for 24 or4g hour, to 
allow for expression of the gene products encoded by each vector."); 22; and 31 ("The 
secreted protein was visible at 24 hours and 4 8 hours after transection. ").) In fact, it appears 
to me that she observed greater expression at 48 hours than 24 hours, although she may have 
adjusted her sample size during gel loading to compensate for this effect. 

2.12 The criticism is further rendered moot by Dr. Alitalo's use of a positive 
control (the VEGF-C p.asmid). Had Dr. Alitalo ran his experiments for too short a time, he 
would not have seen a positive result (VEGF-C expression) with the VEGF-C clone. The 
visible VEGF-C expression shows that th e fej] ure t0 obscr , e VEGF2 expression was not due 
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to inappropriate time points, but instead ta nmH 

application. instead to problems with VEGF2 as taught in the opposed 

2.13 Dr. Aaronson seems to be ursine that ™~ 
incomplete 350 amino acid VEGF2 lb™ , u ■ *™ ly " S a ° m * *• 

<• "is mean i ngless ^d i^ , ^ ° PP0SCd aPP,iC8tiW « ' «* 

expression, ^ ' ^ C ° nd ' ti0nS - d af fect the 

Aaronson. Dr Aaronson < „„■ ■ , ° 0y ^ ^P^d expenments by Dr. 

Aar0nSOn S °P"" on also appears to be belied by Dr Pow^. ., 
contradicts Dr. Havward T „r„fi, j ■ . y Pow «^s work, and 

r W lt3 maturG fonn. (See ANH2 at 1.7.) 

2. 1 4 One other fact is dear Even if nr a 
merit then one w ouJd Slill reach co , ^ " ^ Aar0ns0n ' s °P'™» °* this i SSU e 

^^^^^^^^^^^ 

- - ch ,o *. Australian ; b f ,tr: r are ^ the ° pposcd 

express the 350 amino acid VEPF, 7 ^ C ° n<,,tl0n5 ^ " rc « uired » 

mino ac,d VECF2 as taught in the opposed application. 

VEGF2 as ^OsT: " fOU °^ : Alita '° S ^ that me 

» ce 1 set AllT 8Pee ' fiCa,i0n * ^ ^ ^ * ^ 

«rineon,cri, 3 '' ^ *" ad °P< very 

-ngent cntena ,n t h)s opposition pTOCeeding for evaIuation rf * J 

in this section f ur.ci. . ««u». sei lorift 

wouid have , ' T/ 7 mndardS ^ WW » «" "I*-** « 

have to conclude tha, the opposed app,ica,io n iritis wholly defective. 
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3-2 For example. Dr. Hayward and Dr A , 
meaningftj conclusion, can be drawn tr 0m " ^ *" "° 

on al- P o sitive and negative contro ; ^ ^ exp^ for which ^ 

ANW rt ,., : ASA2at5> „ "J V ' ded -^-de r ro r ev aIuati o, ^ e ., 

•n^ru, Mked me t0 review ^ ^ ;t (e0 " B ""* VEGF2 "P-M- ^ 

been we,, studicd by , m a „ d ^ Para " e ' ^"*»*» — *r a ^ genc ^ 
-P-o US »bee,^ 

*• for the VEGF-C and w ou]d U 1 . ^ ""^ * 

--•-^IL^^ U ke w ise . onewouIdrequjre 

and cancer ce„ linej ^ Such ^ •« *« * in the v flrious ^ 

°^e n t a U e ^^^ 

intentionally loaded wi th VEGF2 RSJ* , rcqU ' re " """'"^ C ° Rtt01 la "° **» w » 

| to indicate that ^ ^ »* — i, 8re descnW Ak0( 

ceJI S a, simiJarstagesofer . * re i WaSfakentOUse «™^amo U „t S ofce« S ,orto US e 

Northern hybrid^ st udie S ^ " P " Vi ° US * 



and nesanv, J^. *• ""^ any reported pos^e 

conrrok t0 assure that ^ pCR Pr ° m ° ,er,eK *« not. There w ere „ 0 reported 

standards set by the HGS declarant P '° 6mS ' Aceord ^ <° Ihe 
arantS ' "° mean ' ngfu ' — be drawn from Example 
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2 ' ^cause of the Jack of an v ren^ ^ 

" SUpPOrt " of «GS (a 30 IcDa p Wein) . * P0Wer ^ 0ns in *» decla^ 

"** *•» a *- ^ w„ otem e w ° n • *« 

P« tent in which protein ex : ;; ch ;- b ev idenl in Examp]e 2 of fc 

c. re u msta „c es ln which na ' ysiS I and fte eon(litions 

*^ rin e standards urced bv wr^c 
«penmentai design, X would app ,v Aam , 8 * H ° S S f <* *rurin y of 

opposed a pp ,j catioo; rr "° nSOn so -" «o,hc 

examples of the 

"As discussed above in the r 

comparative analysis is f"* ° ap P ro P™te controls 

co n d iti o nsan d p S™^«^-edi S p arate 

»nd process,,* pn) fib,. hl^ ex P ressi °". -eerctio* 
»re meaningless wi^out « su ^" y '°,3 aratlve results 
are rttaftutod . ^ ft . |Ul ^?*" ""necessary variables 
controls to ascertain th« ft^ m J^' 6 ^P 6 "'™"'*' 
expression vectors Ce ?| s "I 0 , 1 '" * no * rob "™ wJth the 
conclusions." Preludes making any meaningful 

(A5A2, par. 26) 

For e* ample , the speculatjon ^ " ^ ^ e^nrnentation wh4Uoever 
ported experiments and has " ^ ' **** " nd »" ^ " based on no 

*om tne opposed a p p ii cation ' ! ''^ ^ "° "~"''* U - be draw* 

appl.cat.on regard.ng any struct^, or functional properties of VEGF2 

Paragraphs 10-1 , of Dr L • " ^ ' t0 *" Ludwig d « ,fl ^°™. 

of Dr . Arsons SCC o„d declaration provides . succinct examplc of fc 
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express and secrete ^ protein ^ ^nments dieted to 

-ofccuhr biologist conclude ;' Uat " 8 016 ^ skiIlcd 

-ani„ gftl , .formation fegard ' ^ «PPK-o„ »fai, fsJ to prov ,. de My 

X purpose. (Compare ASA 2 at 5 and J 2.) 

' NCO,VSISTENCr£SW THEH GSI > ECLAllATIO;vs 

by HGS declarant, , have highiighted ^ ^ 
A - Dr. Povrer 

B Dr. H ayw , rd „ nd u r Aar0Mon 

4 -3 Dr. Hay ward and Aaronson both say that "VEGF 7" 
We a,,Cmflte — *• protein (ANH2 at U . ASA2 a 3 ,T C " 
part, of their declarations strenuously assert * at ' * ' " SUbSt " ntia ' 

were idcntica, in eMentially "~" *" P4 "" e ' e *" eri ™« "> Dr. AH-a.o, which 

™*b,e, e. g ., ^ of J" " *" « <<>*"> unsound and 

S , oecause of the d.sparau nature of the clones used. 

"-nd.JLj^^^ 

rel.able because d.sparate conditions and paramele „ wi „ ^ ^ 
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exp reS sion, secretion and proce ssing profi]es . 

4 5 In his first decoration Dr ^ 
•Pl-icdofl d i5 ciose S on, y 350 ^ acids ^ ^ ^ *.! *e opposed 

fron, ,he cell .» (Sce , e . &) ANH1 at 3 13 ) In h - S ~ reti ° n <* V ^F- 2 

'pro.eo.ytic p rocessing is determined . <IeC,arati ° n ' »■ Mys , hat 

have „ peetcd ^ fhe 350 / • am.no acid sequence . nd ^ ^ ^ 

-■-I. re<,«ir, d by . ho5t ceIJ t0 ^ C ° nla,ned .nWanon and 

(ANH2 at , ,7.) P * C am,n ° 4Cid Se « ue "" «o its ma Wre fonn " 

4 ' 6 In his first declaration Dr ~. 
*e fir* Altai. d ecbration was unre]jab , e " ^ OP"-" data fa 

Proc essine by diffcrem ceJ] , jnes ~»" « ^consistencies in e * pression and/or 

Now. fa his second delation, he Kks Paten 07"°" ^ ^ '« 

1 .7). F Ch 48 VEGF - 2 f ° mature fbm, (ANH2 at 

*.) «°-ve, they consistent (^ ee > e -8-> ANH1 at 2.1 and ANH2 at 1,2; ASA2 at 

a.*-, -fa ^1 r; «t : on iD 1994 wi,h ^ ~* * °< 

ed,„g confirms the Jack of objectivity of ^ HGS declaramj 
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by ^ the deposed eIone (Se ! , reSU '' 5 ^ ^ '^ *• 

«« Her decJaration expe • ^ - ^ ^ radmits 

- *.« D , , aMlys , was j;;:~; accu ;^ e~ — « . *, exampH 

a different clone (ATCC Qonc 97I40, com ■ *' " ^ ^ use * Or. Pow„ „ f 

-o ~ no, ttU8hl In t Co*zir ,on ™ — (41 , amino . 

fi«in e of opposed flppJi , ation ' £ PP^aaon, fi, ed more . yw ^ ^ 
5 2 DP ASP2at5 ^ rend - h "-nd„ si „ nsJtTeW 

eawnrfn^ ^ Howe 

and Scientific process r ' «»"'•*" *ere u„ der Ume cons(rainfS( ^ 

"Old" evidence. ^ " * eVlden "' " ™«* « « - rehabiIilate her 

^•3 In any event if Dr Pnw 
75698. „ she se0Rls tQ ' ^ P0 ^ — aJ-a dy in pOMe5s;o „ of ATCC ^ 

*« b y anemprtng t0 re Jl ^ 5 - *• no, be saving 

poMMdoa' ,eSOmeth,n « ,hal ^al re8dyh av eilJyour 

^ ^ P ° We '" S *d»*» m,y serve to iIluminat e 

c^ts as fo the precision or accuracy of th* • • 
•o » -ho re ads the pstent icat . on ^ ° f *• d «-P»°n of ATCC Cone 75698 
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•Won c 0nS(njct contain^ rhe J50 , , ^ 10 *• 

"""" 350 -*» (OKA2 at 4,-4 3 *» ATCC — doc, „ ot 

case of a mbiguity in a patem sppJic t ; n d t 5 h 4; ASP2 - *> » i- W d to ^ a 

"ppon the alleged invention ^ '° perfbnn ""possible experiment* , 0 

— * be fal ,e ( . fact wJlich she J^* 1 " *« ^ ^ v enTl . bla _ 

^-1 Dr Power's" h 
tte **« Office w K apparent JJ^L ^ *" fl " l '* 0l '«»« i - but « «P°ned to 

expends that w 0uId have ^ ^ * P«««d the ^uencing 

W. e, P „ imcnts wcrc , . ven ;; eded . t0 *»■ T«. is a„ cxan^e of how 

•WnMU described in p owcr ^ * UBd -— »« of the goafc of the 

Power- second dec(ar * X P ressed «creted . . . - (See ASK „ 

=ppo-. PP , ca , OI , s :;- ^ : d tt becausei,isno,basedonthe,e ^-^ 

than the action or w hether ^ * " - a re8ul , 

hetheraeOPPOSed ^-'-co»u i „c« lBdeqU a t c teaching, 
L8Ck ° f ° bJeCtiVi ^» E — tal P Urpose And DeJlga 

^■2 For example, Dr. Power sav« rt, , k i. 

ATCC Deposit No 75698 ,„ „ 1 Se<luence "»«•*■«» in 

lb™ of V^ F - 2 ^ r;;^ *■ — contain fc 350 a mino flcid 

*« -* is impoMib e Jaul HOSr ^ ^ C ° nClUS, '° nS ™* « OKA2 - U 

because KGS d,d „o« dcposit a clone conaining 35Q ^ ^ 
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COdons - (SecOKA2 at 5 4 ) n n , 

-p«e te co^l, J: ;° r w ;j; s ^ *»* ATCC ^ No 

P*« of*. eo mpJete ^ in ^ ^ J*" 0 ««- ««. of VBGF2 siven ftc 

aPP " Cad ° n «» * differ, * fi *• "« *• in tfce 

opposed application at p.9.) ^ " iUpP ° sed to <* "controlling." (See 

6 4 Likewise, x> r p OWef . ... . 
-*o acid fonn of VEGF . 2 ^ ^ e^-Pc* i. "to de tem)ine whethw ^ ^ 

co n c Iusions of Df A1|Bto a( qka2 ' ^ erotic ceJb .. t ^ ^.^ ^ 
^cation. *" S " ch «-v no b M i„ in Ae 



Irrelevant ResuJfc 



In my opinion Df p » 
™* gels do no, show " bands .. „ 30 ^ " ^ * rewh » 4re n °< delusive i„ . ny cvew . 

emanation for *e s mem is that she . *" Sh ° W « of ir< de te n«i nate »„. One 

Dr.Aar 0 ^o ns<) e mstobcc0nfij . .. ^ ( ° ASA2 at 28, citing A5P2 at 3 1 ) 

charactered her reSuIts as dC "™°. Dr. Power 

(Soc ASB a, 3 , . , ' b " d re *>'™e a. approximate* 30 ^ . . . ... 

P-n< .pphcation' n^i^C^r" T " 8 reP "'" ti ° n °' * *• 

P~Uve of tne re SuIts she obtainedi ^ wo(jId fce .^^^ 

Moreover her rf»euir<f 

P °0«ccd a poJyp.pt.de of approximate* 30 ^ ^ ^ 
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31.) The opposed application makes no m ■ 

WPOaa - * Ration (Bxa mple C du ! «"* " 

*4 even ^ Df . ^ < <* of r^ of hff dgta ^ ^ 

DKA2 a, 5.6.; y ^ ° ue »<» m hi, ICCOnd ^ 

•hepoima,^. ^ ^ ^ ^ Hayw ard and ^ ^ ^ 

Powe r to the o Pposcd appJl , adoQ « «- ^v 8nce of the exp^ „ y ^ 

h4Ve "° » the teac LZ rZ'l ? reSUltS Ci " both d «'-«-> 

nmgs of the opposed application. 
^ 28(5 , 7 , I3 . 15 , ^^ZJ^**^*"*™**- (See 

* or co^po^ to any fonn o ;^;~ d * »• — in either se( of 

aPHicanon. ft.. AIitaIo ^ ^ £ * V£GF2 ta Ugh t in ^ 0pposcd 

(See, e.g., a^Sa2 aO, 1 *""* 5 ^uawia^^ and VEGF-C are the same ' 

» wh, this aMCrtion d v J ^ 2 " ' 8 deta,,ed « 

o^ 2 « 3.W. , ... 0 p« M 2 3 ; rr d,n& which 1 * (See , 
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8.4 The Australian Patent Office should find the inclusion of the Aliialo 
patent files enlightening because of their rich and detailed discussion of protein expression, 
secretion, and mutation studies. They stand in sharp contrast to the opposed application, 
which provides an incomplete cDNA sequence, a defective Northern hybridization study, a 
meaningless and inadequately described "in vitro" expression experiment, and Hnle else. 
[OPR. I at 4. 13 -4. )3.3; OJB2 et 5.1-5.5,] The differences in the amounts of true scientific 
information provided lo the reader are striking. I find it troubling that HGS would try to take 
credit for research and discoveries by the Alitalo research group that owe nothing to the 
teachings of the opposed application. 

B. The prosecution of the AJltalo patents confirms that Alitalo 's VEGF-C 
work is a patentably distinct invention from the HGS VEGF2 work, 

8.5 If the Australian Patent Office needs further explanation distinguishing 
VEGF2 of the opposed patent from Dr. Alitalo's VEGF-C work, it need look no further than 
the Alitalo prosecution documents introduced into evidence by HGS, The salient points that 
one can observe from these file histories include the following: 

8.6 The Alitalo group submitted various HGS documents lo the U.S. 
Patent Office as part of "information disclosure statements." Ludwig Institute's attorneys 
have explained to me that an information disclosure statement is a vehicle to ask an examiner 
to consider certain literature when examining the merits of a patent application. The 
documents that were sent to the U.S. Patent Office for consideration include WO 95/24473, 
which is the original published version of opposed application, and also related HGS U.S. 
patent applications OS/270,550, filed 08 March 1994, 08/465,968, fled 06 June 1995, and 
U.S. Patent Nos. 5,932,540 and 5,935,820. 

8.7 To secure allowance of their U.S. Patents, the Alitalo group explained 
to the U.S. Patent Examiner that the correctly processed VEGF-C forms that were the subject 
of their claims wore neither disclosed nor suggested by HGS in its VEGF2 applications. The 
U.S. Patent Office agreed, and allowed the Alitalo patents to issue. 

IX. UNCONTESTED ASPECTS OF LUDWIG'S EVIDENCE IN REPLY 

9.1 None of the HGS Declarations respond directly to any issues raised in 
the second Rogers and BaJIard declarations. Given that HGS was granted an opportunity to 
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AND IkiAiTT: lu 

m,e ,n ^O- panicuiaj. " te c <»*ined in thj s 

10 <*ay of J uJy> 2002 
Be fore me; 





